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Abbott-72517 is an inhibitor of human renin and is being investigated for 
the treatment of hypertension. It is an orally bioavailable candidate 
which is being developed for oral as well as intravenous use 
The preclinical development of this molecule involved studies to evaluate 
irritation at the site of injection in an animal model. Several 
formulation variables such as drug concentration, types of buffer (citrate 
or acetate) , addition of cosolvent (ethanol) to 

enhance drug solubility, and tonicity modifiers such as glycerin or 
mannitol were evaluated. Additionally, in vitro formulation- whole blood 
hemolysis and plasma precipitation studies were conducted. Based on these 
studies, a liquid formulation containing 1.2 mg/mL Abbott-72517 *HC1 
as base, 0.01M citrate buffer, pH 3.7, in 0.45% sodium chloride containing 
2.5% mannitol was recommended for preclinical studies. Various processing 
and administration parameters were evaluated including filter 
qualification and compatibility of the drug with typical infusion fluids 
and administration sets. The liquid formulation was further characterized 
f ° r J^ysical and chemical stability. It was shown that it has acceptable 
stability at ambient temperature. Based on the accelerated temperature 
storage results, T90 at 25 °C is > 1 year for the ready-to-use 
liquid formulation. Additionally, a lyophilized version of the liquid 
formulation was evaluated. 
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Abbott-72517 is an inhibitor of human renin and is being investigated for 
the treatment of hypertension. It is an orally bioavailable candidate 
which is being developed for oral as well as intravenous use 
The preclinical development of this molecule involved studies to evaluate 
irritation at the site of injection in an animal model. Several 
formulation variables such as drug concentration, types of buffer (citrate 
or acetate), addition of cosolvent (ethanol) to ^urrer tcitrate 

enhance drug solubility, and tonicity modifiers such as glycerin or 
mannitol were evaluated. Additionally, in vitro formulation- whole blood 
hemolysis and plasma precipitation studies were conducted. Based on these 
studies, a liquid formulation containing 1.2 mg/mL Abbott- 72 517 • HC1 
9%J a m e ' °;°i 1M C±trate b " ff ^, PH 3.7, in 0.45% sodium chloride containing 
2 5% mannitol was recommended for preclinical studies. Various processing 
and administration parameters were evaluated including filter 
qualification and compatibility of the drug with typical infusion fluids 
and administration sets. The liquid formulation was further characterized 
for physical and chemical stability, it was shown that it has acceptable 
stability at ambient temperature. Based on the accelerated temperature 
storage results, T90 at 25°C is > 1 year for the ready-to-use 
* iqui ? formulation. Additionally, a lyophilized version of the liquid 
formulation was evaluated. 4 
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AB Acute intravenous toxicity of some solvents i e 

dimethyl sulfoxide (DMSO) , polyethylene glycol 400 (PEG 400) 
dimethylformamide (DMF) , absolute ethanol (EtOH) and benzyl 

C 7m/ L H) ' W ! B determined in three inbred (CD2F1 , B6D2F1 and 
C57BL/6N) mouse strains used in many preclinical f P ^ B m =,-;„-i„ ■ 
and toxicology. Haemolytic and precipitation potential \Zlll X ln . onc °logy 
performed to assess thZ blood compatibility^ thf investigated ^ 
solvents and its relationship with the observed symptoms. The 
single tested solvents did not show any major differences in 
acute toxicity in the three tested strains with the exclusion of DMSO 
(less toxic in CD2F1) and BeOH and EtOH (less toxic in B6D2F!L) The tested 
dose ranges in the three strains (in ml/kg) were 1.0-5.66 for DMSO 
2.0-8.0 for PEG 400, 1.0-4.0 for DMF, 0.75-4 24 for EtOH n rr>* n * * 
BeOH. The lowest tested dose was a safe dose '2nd ?he Sest o^ W as the 
dose causing mortality in no more than half the animals in each group The 
in vitro results suggest avoiding the use of BeOH (which also is Z ' 
toxic than the other solvents in the in vivo test) and DMSO and 
using PEG 400 EtOH and DMF even though the latter induced a Sody weiaht 
thesT S V n " 16 . B6D2F1 mouse ^rain. As a general conclusion", dfLtion of 
co^mST*? ^ ^ t6r iS su 99 ested to ameliorate their blood 1XUtl ° n ° f 
S^S^ft^SS,^^^^ than the lowest dose tested 
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single tested solvents lid not t£t observed symptoms. The 
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(less toxic in CD2Flf and BeOH and S'n ^ ^ exclus ion of DMSO 
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dose causing mortality in no I e thafha^f %^ ^ hi9hSSt ° ne WaS the 
in vitro results suggLt avSi££ tnt us^ of So^SS/V*^ 9rOUP " The 
toxxc than the other solvents in #->,! • • (which also is more 

using PEG 400, EtOH and DMF even £ou£ STli?^ ^ DMS ° ^ 
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